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DETAILED ACTION 

Claims 1-9, 14-18 and 25-27 are under consideration in this application. 
Claims 10-13 and 19-24 are held withdrawn from consideration as being drawn to 
nonelected subject matter 37 CFR 1.142(b). 

Election/Restrictions 

Applicant's election without traverse of Group I and the process of Group III in the reply 
filed on February 25, 2008 is acknowledged. 

Claim Rejections - 35 USC §103 

The following is a quotation of 35 U.S. C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

Claims 1-9 and 25-27 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Cazer et al. (US 6,410,520) in view of Turchetta et al. (US 2005/0215793), Brittain et al. ( 
Polymorphism in Pharmaceutical Sciences, NY: Marcel Dekker pages 1-2, 183-226), Threifall 
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(Analyst, 1995, 120, 2435-2460) and Muzaffar et al. (Polymorphism and Drug Availability, J of 
Pharmacy (Lahore) 1979, 1(1), 59-66). 

Cazer et al. teach the crystalline hydrate forms of the claimed compound . Note 
examples 1 and 2 therein. Brittain et al, Muzaffar et al. and Threifall. teach that compounds can 
exist in amorphous forms as well as in crystalline forms. Hence the claimed amorphous form as 
well as its relative selectivity of properties vis-a-vis the known compound are suggested by the 
references. It would appear obvious to one skilled in the art in view of the references that the 
instant compound would exist in different crystalline and noncrystalline forms. No unexpected 
or unobvious properties are noted. 

Changing the form, purity or other physical characteristic of an old product does not 
render the new form patentable where the difference in form, purity or characteristic is inherent 
or rendered obvious by the prior art. In re Cofer 148 USPQ 268. Mere difference in physical 
property is a well known conventional variation for the same pure substance (see Brittain, p. 1-2) 
is prima facie obvious. Products that are merely a different form of a known compound, having 
the same utility as the prior art compounds, are unpatentable absent unexpected results. Ex parte 
Hartop, 139 USPQ 525 (Bd Pat App&Int 1963). The ex parte Hartop court held that a new 
crystal form of a known compound was unpatentable because the new crystal form exhibited the 
same utility as the known forms. 

Claim Rejections - 35 USC § 112 

Claims 25-27 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply with 
the written description requirement as well as failing to comply with the enablement 
requirement. The claim(s) contains subject matter which was not described in the specification 
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in such a way as to reasonably convey to one skilled in the relevant art that the inventor(s), at the 
time the application was filed, had possession of the claimed invention or was not described in 
the specification in such a way as to enable one skilled in the art to which it pertains, or with 
which it is most nearly connected, to make and/or use the invention. 

The specification lacks description and enablement as to whether the amorphous form is 
thermodynamically stable as to provide utility at room temperature for these forms in the 
compositions and pharmaceutical compositions. The preponderance of evidence in the state-of- 
the-art indicates that the pharmaceutical formulation field is well aware that amorphous forms 
when formulated into compositions may undergo transformation thus, the particular form may 
not be the same form after processing, etc, Hence, compositions containing any particular form 
cannot be described and enabled with specificity and particularity. For example, page 10 of the 
Doelker translation, states that the amorphous forms, not thermodynamically stable, in particular 
have a high solubility, subject to increasing the dissolution rate and the bioavailability. Further, 
Doelker states that amorphous novobiocine acid is transformed into crystalline form, non- 
resorable, in six months at ambient temperature, a phenomenon that it is possible to combat by 
adding methyl cellulose. The specification is silent to any specific carriers that may be employed 
to combat any conversion of the instant amorphous form. Muzaffar et al. on pages 63-65 (a)-(h) 
state that pharmaceutical preparing processes affect polymorphism. Further, Theifall on page 
2452 recites that different amorphous structures may arise from different processes of 
production. 

The enablement analysis is applied to the instant case. 
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The nature of the invention 

The nature of the invention is the preparation of amorphous forms of the instant salt and 
compositions. 

State and skill level of the Prior Art and predictability 

Although identical in chemical composition, amorphous hydrates can have very different 
properties. Additionally, hydrates may dehydrate. Lester et al. teach that dehydration of hydrates 
may easily occur during storage or manufacturing. Amorphous forms tend to convert from less 
stable to more stable forms. No method exists to predict the forms of a solid compound with any 
significant certainty. This is why it is important to monitor the amorphous form during 
manufacture of the drug to see if it persists during manufacture. 

The state of the pharmaceutical composition containing polymorphic form art provided per 
ponderous of evidence that unless specific and particular conditions can be obtained, the 
formulation process would cause polymorphic forms to change. 
See : 

— Muzaffar et al. p. 63-65 (a)-(h) state that pharmaceutical preparing processes affect 
polymorphism; 

—Theifall on. p. 2452 recites that different amorphous structures may arise from different 
processes of production; 

—Doelker et al. abstract "...a given drug, although chem. well defined, may exhibits quite 
different behavior. Process conditions (grinding, tableting, granulations, drying) may also 
affect secondary properties of the drug, such as compactibility, wetttability, solvent, 
dissolution rate, bioavailability and even pharmacological, activity." 

~Xu ...Influences of environmental conditions such as temperature, humidity, phase 
transition can cause amorphous materials to transform into crystals during storage and 
transportation. 

— Singhal et al. "..It should be pointed out that a major portion of any formulation effort is 
the choice of exipients and processes which minimize the chemical instability of the 
drug.... 55 P.338, left col. 
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The amount of direction or guidance and the presence or absence of working examples 

Figure 4 of the specification only disclose the X-ray diffraction pattern of one compound, 

i.e., risedronate sodium hydrate in the amorphous form rather than the compositions being 

claimed in terms of the specific X-ray diffraction patterns. Hydrates often change into other 

forms during drug manufacture into a pharmaceutical composition. Based on the 

unpredictability in the art, the applicant is not entitled to the X-ray diffraction patterns claimed 

for the pharmaceutical compositions. 

As evidenced by the art of record, it is well known that amorphous forms can convert to 

other forms. Appellants have failed to show that the claimed amorphous hydrate and not some 

other form actually treats any disease. 

The breadth of the claims 

The breadth of the claims are drawn to the specific amorphous hydrate forms and in 

addition to the pharmaceutical compositions. 

The quantity of experimentation needed 

The quantity of experimentation needed would be undue when faced with the lack of 

direction and guidance present in the instant specification in regards to the pharmaceuticals 

compositions being claimed and verifying that they have the specific X-ray diffraction patterns 

being claimed which are not disclosed in the specification. 

In terms of the 8 Wands factors, undue experimentation would be required to make or use 

the invention based on the content of the disclosure due to the breadth of the claims, the level of 

unpredictability in the art of the invention, and the poor amount of direction provided by 
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applicants. Taking the above factors into consideration, it is not seen where the instant claim is 
enabled by the instant application. 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 1-9, 14-18 and 25-27 are rejected under 35 U.S.C. 1 12, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claim 1 recites that the instant salt is an amorphous form only and yet the compound 
shows two sharp peaks which indicates that salt is not an amorphous form. 

Any X-ray diffraction of an amorphous material is only to show no diffraction or non- 
crystalline, i.e., a single broad, shallow peak termed an amorphous halo. Note pages 578-579 of 
Nerurkar et al. 

No antecedent basis can be found for the term substance in claims 2-9, 14-18 and 25-27. 
Further, the term is indefinite to its meaning. 

Claim 15 violates 35 U.S.C. 101 and 35 U.S.C. 1 12, since it is drafted in terms of use. See 
Clinical Products vs. Brenner, 255 F. Supp. 151; 149 USPQ 475 (D.C. District of Columbia 
1966). 

The claims measure the invention. United Carbon Co. V. Binney & Smith Co., 55 USPQ 
381 at 384, col. 1, end of 1st paragraph, Supreme Court of the United States (1942). 

The C.C.P.A. in 1978 held "that invention is the subject matter defined by the claims 
submitted by the applicant. We have consistently held that no applicant should have limitations 
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of the specification read into a claim where no express statement of the limitation is included in 
the claim": In re Priest, 199 USPQ 1 1, at 15. 

Conclusion 
Claims 1-9, 14-18 and 25-27 are not allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Patricia L. Morris whose telephone number is (571) 272-0688. 
The examiner can normally be reached on Mondays through Fridays. 

The fax phone number for the organization where this application or proceeding is 
assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Patricia L. Morris/ 

Primary Examiner, Art Unit 1625 

plm 

May 1,2008 
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